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DECLARATIO N UNDER 37 CFR 1 . 113 

1. This declaration under 37 CFR Sec. 1.132 is supportive of the Response and 
Amendment filed herewith. 

2. I, Fred Finkelman, M.D., have been employed by the University of Cincinnati 
smce 1995 and that from 1995 to the present time I have been, and still am, engaged in a 
research program in the field of immunology and particularly cytokine biology; 

3. I have reviewed the 13 September 2000 Office Action in the above captioned 
case and I am familiar with the references, Tamarkin et al. (US 5,328,899) Pouletty er al 
(US 5,6 12,034), and David ct al. (US 4,486,530), cited by the Examiner. 

4 I disagree with the Examiner' s position and maintain that one of ordinary skill 
in the field of immunology and medical science would not deduce the present invention 
upon reading the references cited by the Examiner, either alone or m combination. 

5. The assay disclosed by Tamarkin reference is a competitive binding assay that 
measures the ability of an analyte present in a serum sample to block the binding of 
biotin-labeled analyte to the plate. The assay measures the total of bound and unbound 
analyte present in a biological fluid. If the analyte is one with a short biological half-life 
and is not bound by endogenous serum proteins, the Tamarkin assay binding protein 
would not contact the analyte at all since it would be used up too quickly in the biological 
system. If endogenous serum proteins bind the analyte, then the methods of the 
Tamarkin reference would measure some product of the quantity of the analyte and 
quantity of analyte binding protein produced over an unknown period of time 
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ZHOTZ? ''f ° f raeasured in *»° ^ples might reflect differences 

prodTed ° D C Pr0tdn in SamplCS rath6r quantity of 

6. Tamarkin differs from the claimed process in that it is a competitive binding 
assay usmg polyclonal antibodies adhered to a plate to measure the ability of an analyte 
present in a serum sample to block the binding of biotin-Iabeled analyte to the plate The 

moT^f T't, 16301163 ^ " Sin8,e ' P ° lyCl0nal antib0 *' not *™ «P«ific binding 
molecules (preferably monoclonal antibodies); it is not utilized in vivo to obtain the 

excef nfTT , alyt f eXCr /^ ° Ver 3 ^ Peri ° d rf *** il does not te ** using an 
excess of binding molecule; and ,t does not teach using a neutralizing binding molecule that 

bmds me analyte to form a targeting moiety:target analyte complexthat prelenTS 

analyte s catabohsm, excretion, or binding to its respective receptor. 

7. Pouletty etai teaches only that one can increase the in vivo biological half-life 

tha S T ^ h ? a Sh ° rt * ViV ° hdf - ,ife * Reefing it inJan I 
that ,t b nds covalemly to a molecule that naturally has a long in vivo half-life Pouletty 
does not suggest that increasing the half-life would provide L results of the present 
mvention by using an excess of a neutralizing binding molecule that prevents catabohsm. 

8 David er al. teaches only that a two-site or sandwich type assay may be used 
to determme the presence and concentration of an antigen. There is no mention or 
suggests that such an assay may be used to determine analyte product^ ZYvo. 

9. In my opinion, one of ordinary skill in the field of immunology and medical 
science would find nothing in Tamarkin, Pouletty, or David, *onZZZ2t^*zt 
would teach or suggest the present invention or any reason for making it. 

1 0 I hereby declare that all statements made herein of my own knowledge are 

TT.^? 1 StatementS ^ 0n infomiation are belief To Z2 Z 

further that these statements were made with the knowledge that willful fakements 

oi i rae 1 8 ot the United States Code and that such willful false statements mav 
jeopardize the validity of the application or any patent issued theZT * 





Fred FinkeJman, M.D. 
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Ame„dL™^; nUnd ' r " CFR S ' C - U32 iS "W— ■"■» ^sponse and 

research program h tofieU of hlu™ ,f k^. 1 *™* ^ Sti " "°- m **«l in a 
F t «m m me neld of immunology and particularly cytokine biology; 

case and 1 L^ZTftt'^r 20 °° 0flto AMi ° n *' ab ™ «P«on=d 
biotin-labeled ajyte tothTniate £ Sen "° Samf " e to bl ° Ck bindi »8 °f 
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Differences m the quantity of analyte measured in two samples might reflect difference 

rxr of anaIyte binding protein * *■ ^ «« ^T^r 

6 Tamarkin differs from the claimed process in that it is a comnetitive hinHi«„ 
assay usmg polyclonal antibodies adhered to aplate to measur eZ Z* TJ ^Z* 
present m a serum sample to block the binding of bioti^labeled^ to The 
Tamarkxn reference teaches using a single, polyclonal antibody, n^rwo SP ^L ttdin, 

a-yte^^ 

7. Pouletty era/, teaches only that one can increase the in vivo biolorical half lif, 
of a compound that normally has a short in vivo half-life by tojecuT i, tl ^, • f 
*a< bmds covaiently to a molecule tha, naturally has a taJTSS iSife Sel" 
does not suggest that acrea5illg ^ jfc ^ « ^ 0/^^ 

pennon by „s,„ g an excess of a neuuahzing binding molecule ,J^S5L 

suggestion that such an assay may be used to a^l^^ZZTZ. 
acn or suggest the present invention or any reason for making it. 

of ™e , 8 ^v^z^^z':^Lz^^T a 1001 

jeopards the validity of the application or any paten, issued there^ * 




Fred Finkelman, M.D. 
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